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B. FeiTaiide& et al. ^'Metabolism of Progabide in Four Animal Species and in Man" in 
LE,RS, Vol. 3, pages 217-229. 



With this amendment, claims 1-3, 5-13. 15-18 and 26 are pending in the application. 
Claims 1, 11, 18 and 26 are the only claims in independent form. Claims 4, 14 and 27-39 are 
hereby canceled. 

Applicant affinns that the subject matter of the various claims was commonly owned at 
the time of the invention. 

Remarks Directed to Reiecttop of Claims 1-3. 5*13 and 15-18 under 35 U>S,C. §112 

Claims 1-3, 5-13 and 15-18 stand rejected under 35 U.S.C §112, first paragraph as 
failing to comply with the written description requirement due to amendment of the claims to 
include the proviso that the compound [a-(chloro-4'phenyl) fluoro-5* hydroxyl-2-benzylidcne- 
amino]*4 butyramide is not a compound included in a claimed invention. Applicant hereby 
amends claims 1. 11 and 18 to delete reference to this compound and therefore submits that the 
rejection is moot. Applicant respectfully requests that this rejection be withdrawn. 



Currently, claims 1-3, 5-13, 15-18 and 26 stand rejected under 35 U.S.C. §I03(a) over 
Aebi&cher et al. (U,S. Patent 5,474,547). Aebischer et al, is cited for teaching the alleviation of 
movement disorders associated with Parkinson's and Huntington's diseases through the 
administration of GABA, GABA agonists and GABA potentiators by implantation of devices, 
(Paper No, 01122004, page 3, last paragraph, maintained Paper No. 08182005, page 2. lust 
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paragraph). The Examiner asserts that "broad claim language" of claims directed to "an 

effective amount of the compound gamma-aminobutyramide, analogs, substituted fonns, 

derivatives, the pharmaceutically acceptable salts, esters, amides and prodrugs thereof includes 

**the GABA, GABA agonists and GABA potentiators of Acbischcr ct al." Claims U H, and 18 

are hereby amended to clarify that mediods are provided according to the present invention 

which include administration of the compound gamma-aminobutyramide or a pharmaceutically 

acceptable salt thereof. 

In order "[t]o establish a prima facie case of obviousness ... the 
prior art reference (or references when combined) must teach or 
suggest all the claim limitations/' (MPEP 2143) 

The pending claims teach the use of gamma-aminobutyramide (GABAmide) in certain 
disordeis including spastic disorders, convulsions, epilepsy, idiopathic dystonia and torsional 
dystonia. 

Applicant finds no apparent description of use of gamma-aminobutyramide in the 

Aebischer et al. reference. Thus, the Aebischer et al. reference does not appear to teach or 

suggest all the limitations of the present claims. It is therefore submitted that no prima facie case 

of obviousness is established and it is respectfully requested that the rejection as to claims 1-3, 5- 

13, 15-18 and 26 under 35 U.S.C. §l03(a) over Aebischer et al. be withdrawn. 

Remarks Directed to Rejection of Claims 1-3, 
5-13. 15^18 and 26 under 35 U.S.C, S103(a> over Beremann 

Currendy, claims 1-3, 5-13, 15-18 and 26 stand rejected under 35 US,C, §103(a) over 

Bergmann {Clinical Neuropharmacology Vol. 8, pages 13-26). Bergmann is cited as teaching 

"Progabide is metabolized to a chloro-4*phenyl fluoro-5 hydroxy-Z-benzylidene amino 4 

butanoate sodium and then to GABAmide." (Paper No, 08182005. page 5, second paragraph). 
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In order **[t]o establish a prima facie case of obviousness ... there 
must be some suggestion or motivation, either in the references 
themselves or in the knowledge generally available to one of 
ordinary skill in the m, to modify the reference (MPEP 2143) 

The pending claims teach the use of gamraa-aminobutyramide (GABAmide) in certain 
disoid^ including spastic disorders, convulsions, epilepsy, idiopathic dystonia and torsional dystonia. 

In contrast to the present claims, the Bergmann reference does not appear to teach or 
suggest the adm.imsrration of gamma-aminobutyramide in a method to treat the cited disorders. 
Instead, Bergmann leaches the use of progabide and describes several metabolites of piogabide* 
including the corresponding acid ([a chloro-4*phenyl fluoro-5 hydroxy-2-ben2ylidene amino]-4- 
butanoate sodium, gamma-aminobutyramide. and GAB A. (Bergmann, page 14). 

As the present specification makes clear, "dissolving PROGABIDE in a solvent'* generares 
"gamma-aminobuiyramide and an insoluble ketone." (Page 11, fines 13-14). Administration of 
progabide results in the insoluble 4-chlorophenyl-5-fluoro-2-hydioxyphenylmeihanone ketone in a 
treated individual, an undesired compound as a metabolite. The statements in the specification ai« 
supported by B. Ferrandes et al., LRUS. Vol. 3, pages 217-229, a copy of which is appended to 
this amendment. The Bergmann refererrce does not appear to recognize this undesired product of 
progabide administration, and further, does not leach or suggest the adminisiraiion of gamma- 
aminobutyramide to avoid this problem. In addition, Bergman does not appear to teach or suggest 
the administration of gamma-arainobutyramide as advantageous due to Che fact thai "[t]his 
compound is significantly more stable and has a longer half-life than PROGABIDE ..." (present 
specification page 11, lines 16-17). The fact that the Bergmann reference makes it clear ihat 
Bergmann knew about gamma-aminobutyramide but describes the uses and advantages of 
progabide emphasizes the nonobviousness of the methods of the piesent invention directed lo 
gamma-anunobutyraraide administration. 
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Thus, it is submitted that the Bergmann reference does not provide suggestion or 
motivation to modify the reference to use gamma-aminobutyramide as detailed in the present 
application. Rather, Bergmann does not teach problems associated with administration of 
progabide or advantages to administration of gamma-aminobutyramide. 

The Examiner describes the instant implication as containing dependent claims that differ 
from the Bergmann reference in describing intrathecal administration, intraventricular 
administration, administration by an implantable pump and administration by a spinal catheter. 
(Paper No. 08182005. page 5, second paragraph). Bergmann is described as teaching that "gastric- 
resistant formulations of progabide have been shown to result in incomplete absorption and lower 
semm levels." (Paper No. 08182005, page 5, second paragraph). It is asserted that 'tsjince the 
gastric-resistant formulations i^ult in incomplete absorption, it would have been obvious to 
administer the compound by parenteral means " (Paper No. 08182005. page 5, second paragraph). 

Applicant notes that the Bergmann reference describes "varying formulations of 
progabide" and describes the problem of incomplete absorption and lower, fluctuating serum 
levels as relating to only one type of formulation, the gastric-resistant formulation, Bergmann 
goes on to describe a micronized tablet formulation which "yields constant serum levels, better 
absorption and a somewhat shorter halMife . . in contrast to the gastric-resistant fomiulation. 
(Bergmann, pages 14-15). Thus, Bergmann does not appear to teach or suggest limitations of 
oral formulations or systemic administration generally, limiting the description of a pixDblem to a 
specific oral formulation only. 

Thus, it is submitted that the Bergmann reference does not provide suggestion or 
motivation to modify the reference to administer gamma-aminobutyramide by intrathecal 
administration, intraventricular administration, by an implantable pump or by a spinal catheter as 
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detailed in the present application and as such represents a separate basis for allowability of the 
pending dependent claims. 

It is therefore submitted that no prima facie case of obviousness is established and it is 
respectfully requested that tlie rejection as to claims 1-3, 5-13, 15-18 and 26 under 35 U,S,C. 
§ 103(a) over Bergmanm be withdrawn. 



Claims 1-3, 5-13, 15-18 and 26 are pending in the present application. Claims 1, 11, 18 
and 26 arc the only claims in independent fonn. Claims 4, 14 and 27-39 have been canceled and 
claims 1,11 and 18 have been amended. Applicant submits that the present claims are believed 
to be in condition for allowance. Tliereforc, allowance of the pending claims and the passing of 
this application to issuance are solicited. Should the Examiner find to the contrary or have 
suggestions as to how to form of a pending claim may be improved, she is respectfully requested 
to contact the undersigned attorney to resolve any remaining issues. 



Summary 



Respectfully submitted, 



Avery>M Goldstein 
Registration No. 39,204 
Gifford. Krass, Groh, Sprinkle, 
Anderson & Citkowski, P.O. 
2701 Troy Center Drive. Suite 330 
P.O. Box 7021 
Troy, MI 48007-7021 
(248) 647^6000 





Attorney for Applicant 



ANG/gs 



GS->W;VWonl PtocessiQgV9n5\UAB15402-aincr2.doc 



Page 10 of 11 



PAGE 11/21 ' RCVD AT 11123/2005 2:44:40 PM [Eastern Standard rime]' SVR:USPTO-EFXRF-6/2g' DNIS:2738300 ' CSID:12486475210 ' DURATION (mm-ss):07-06 



11/23/2005 14:26 GIFFORD.KRfiSS ET AL -> 15712738300 



NO. 303 D12 



Serial No. 10/049,328 

Response to Office Action of August 24, 200S 

CERTIFICATE UNDER 37 CFR 1.8fa1 

I hereby certify that this coaespondence is being forwarded to the United States Patent 
Office via facsimile (571-273-8300) on yUnuauJ^i^ JL3 2005. 
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Metabolism of Progabide in Four Animal 
Species and in Man 

* B. Ferrandes, * A. Durand, * P. Padovani, * J. T. Burke, 
♦ D. Ganigou, ♦ J. Fraisse-Andrt, * P. Hennaiiii, and ** J. Allen 



Ikpartnmis of * CUnk&t Research and ^* Chemistry, Laboratoires d*Emdes ef de 
Rteherches Synthilabc (L.£,IL^), 7S0J3 Paris, France 



The comparison of metabolic patterns in various animal species and man is 
an essential step during the development of a new drug. 

The study of the metabolic degradation of a given molecule not only is of 
primazy importance to vEilidate the choice of an adequate animal spedes for 
to:Kicologicat studies but ahio permits a better undentanding of the phannacD- 
logical profile of the new molecule and may help to shed some light on toxic 
phenomena observed during coxicological studies in anitn^yg loug-lemi 
administration to man. The identification of active metabolites and the defiai* 
tion of their pharmacoidnctic proxies may lead to an improved undcrstandhig 
of the duration of action of a new drug and of additional e&cts not necessarily 
linked to the primary mechanism of action of the parent drug. Identification of 
highly reactive intermediates may be lueM for a better definition of the medi- 
anism^ underlying possible toxic reactions in target organs as weQ. 

With these prospective goals, the metabolism of prc^abide was investigated 
in four animal species (mouse, hamster, rat» and baboon) and in man. We re- 
port here the results of these studies together with data on the kinetics of pro- 
gabide and its mq'or active metabolite. 

MATERIAL AND METHODS 



Radloactl?e Compounda 

Balance and metabolic studies were conducted in man and AnimRte with 
'"'C^progabide labelled in the benzopbenone moiety (progabide B). 

Additional studies were performed, in animals only, with ''*C-progabide la- 
belled in the GAB Amide side chain (progabide C). These compounds (Fig. 1) 
were obtained with a specific radioactivity of 43.6 mCi/tomole (progabide B) 
and 38.1 mCi/mmole progabide G) from the radiochemical unit of L.RILS. 
(Bagiieux, France). 
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